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*’ DUcuMoOB * .* • 

Dcupite the incraic in our fcnowlrdfte and undenundisf of 
the p«.thi>gcnic mccturu^ms present tn patients with Uilfvse 
toxic peitfe«-psniculjrly tmee the discovco* of LATS (Adamst 
1958) and its charactcrioation as m immunoglobulin (Adams 
and Kcnocdy« 1962; McKcnaiCt 1962; Kriss ef b/.» I9o 4; 
X)ofnn;ton er a/., I966>—the cause of the abnonnal sh>Toid 
limaion in this disease has remained uncenatn. The simplest 
capbnation, and the only one which accounts for the pheno* 
mtooii of neonatal thyrotoxicosis, is that there is a circ^ting 
humoral stimulator aaing upon the gland (McKenzie* 1972). 
Tbyrotrophin has been excluded from this role by the fact that 
its level in blood is less than normal tii ddfuse toxic goitre 
(Adams €t 1969). To many workers LATS has been un* 
acceptable as a causative agent because it is undetectable in 
many cases and the level in any indindual patient does not 
Qorrebte «*iih the degree of abnormal thsToid function (Voipe 
ai a/** 1972). LATS protector, however, meeu two criteria 
net fulhlled by LATS; our evidence contirmi the high inci¬ 
dence of LATS protector in diffuse toxic goitre and shows that 
its serum level corrwbtes well with early th)'roid '*T upuke. 
Furthermore, LATS protector has been shown to stimulate the 
human thjToid, both in vitro (Shishiba tt a/., 1973) and in vis’o 
(Adams ri u/., 1974). VTe therefore think that in LATS-negative 
patients with diffuse toxic goitre LATS protector is the patho* 
genic agent. 

The Question whether I-.ATS protector b present in cvepr 
esse of diffuse toxic goitre remains open. It was not found in 
five of the 50 patients studied, but all these were rclattvely mild 
cases with normal or only slightly raised thyroid I uptake 
and Urge goitres. Failure to detect LATS protcaor in these 
inactive cases may have been due to asuy insensitivity, but 
incorrect diagnosis of thyTotoxicosis or an alternative patho¬ 
genic mechanism for thyroid dysftinction are other possible 


' The pathogenesb of the ophthalmopathy uT Gravea*s disease 
remains less well understood than the pathogenesb of thyrcH 
toxicosis. We found no signiheant correlation between the dass 
of ophthalmopathy and the LATS protraor level. The highest 
incidence of infiltrative ophthalmopathy, however, was observed * 
in the group of patients with both LATS and LATS protector, 
and the lowest incidence was in those patients in whom neither 
immunoglobulin gould be dcteacd. Our findings support the 
view that LATS protector and ophthalmopathy may be asso¬ 
ciated ia Graves*s disease but the rebtion b not a causal one* 


V'c thank Mr. W. S. Cagut for skilled techniod help. 
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Respiratory Symptoms in Children and Parental Smokmg 


and Phlegm Production 


J.1LT. COLLEY 


Muk MWKca/yMnMl, 1974.2, »l*204 


A study of respiratory symptoms to 2,426 sehoolehildrcs aged 
^14 years was carried out is Aylesbury* Buckioghamshirc. in 
1971. The prevalence of cough in the children was atsociate4f 
With the parcttu* smoluag habits; prevalence was Itwtsi^ 
where both parents wme aon-sasokers. highest where both< 
.^parents SBMked* and by between these two levels where OBly 
<boe parent smoked. A close association was found hetwetB 
parents* and cbildrenV respiratory symptoms that was lade- 
pendent of parenH* smoking habits. There was mm 
auggestion that exposure to the eigarrttc smoke gencfnied 
when parents smoked had any mote than a small effect npM 
she gild's respiratory symptoms. While the shat tag of genetic 
auserptibility between parents and children is a factor* there- 
lore, cross inlectton, ^tienbrly \m the lamilin where poreida 
'BBMkc^ SB an important alcaseat ia the asseebtiom 
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oMIyfiroe and Tropical Mrdicinr, Loadoa WClK 7||T 
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Istroductiea 

Nonnan-Taylor and Dickinsoci (1972) suggested that chUdrcn 
with parents who smoke may be at panietdar risk from res¬ 
piratory disease. These authors were not, however* explide 
about the nature of the risk. They implied chat exposure of 
children to cigareiie smoke at home might increase the risk 
of respiratory illness. This paper repons the findings of a 
«ody in which the nature of the association between parcrud 
smoking and respiratory disease in their children was havead- 
gaccd. 


Methods 

The Buterul was cotlened during a study of the prevalence of 
respiratory disease in Khoolchildxen and their parents hi 
Aylesbury; Buckinghamshire* In 1971. The population con¬ 
sisted of all children aged fr*l4 years attending seven schoob 
in Aylesbury—>a total of 2391 children (1328 boys and 1370 
girls). Data were collcaed on 2*426 children and their parents* 
a response rate of 93 4%. 

A KU*sdministered questionnaire was conrplcted by iht 
parents* who answered questions about their own and thdr 


Source: https://www.industrydocunnents.ucsf.edu/docs/gtyxOOOO 
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hdlih. The Ktevam qucMtons vert: («) tor each 
child* Dots he/sht usually ccHi|:h during the day or at night in 
lh« minicr?; (6) for e?tch parent, (I) Do you usually bring 
up tny phltpn from your chest first thing in the morning in 
winter?; (2 c) Du you smoke? If -No"; (2 h) Hate you rrer 
wxsoked it much as one cigarette a day lor as long as a year? 
Farmts who answered **Yes** to queuion (2 a) were^ classified 
as imoken. They were aly> asked how nunv ctgamtes they 
aaoked a day, how many ounces of tobacco they smoked each 
week, and how many djrars. large and small, they smoked 
each meek. Those parents that answered to question 

(2 a) and answered question (2 h) in the neptive were classi* 
M as non«smoktrs, while those that responded in the afErma* 
five to question (2 b) were classified as ex*smoken. The valid- 
Ity of the question on couch in the children when used in a 
•elf-administered questionnaire has already been established 
(Colley and Reid, 1970), as has that of the question oo phlegm 
production (Krueger n 1970). 

The father was asked about his occupation and from this 
his social ebss was obtained. (Ckssifiemion of Occupaion^ 
1970). The number of siblings which the iodea child had was 
also recorded. 


lUsuIcs 

The fcbtion in the parents between amoking habirs and pn^ 
.^talcnce of phlegm was what one would have expeaed; pre* 
>alence rose with amount tmoked. Parents were classified by 
amoking habit into five groups; group 1, boch parents ison- 
amokers; group 2, cne parent a smoker, the other a non- 
amoker; group 3, toh parents smokers; group 4, both parents 
cx-smokeri or one an ex-smoker and the other a non-smoker 
or smoker; and group 5, one or both parents gave no data oo 
smoking habits. Within these five groups the prevalence in the 
^Idren of cough during the day or at nigh: in the winter was 
determined (uble I). The cough prevalence rates ofcre lowest 
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fas children with one or both parents ea-smokers. The gradient 
in prevalence over groups 1* 2, and 3 vras statistically sig- 
fitficani (x* for trend 6S6S; 001 > F > 0^005). The findings 
indicated an association between paremat smoking habits and 
the prevalence of symptoms in their children. 

The anaivsis was nkrn a stage further by classifying parents 
by both smoking habits and by their rcspoissc to the queuion. 
Do you usually bring up any phlegm from your chest first 
thing In the morning in winter? (table II). Within each group 
the prevalence of cough in children was lowest among 
children of parents who did not teport symptoms. It was 
highest in those children where both parems reponed symp¬ 
toms. Where only one parent reported the symptom the preva¬ 
lence rate bv beiween these two extremes. Overall, there wu 
a tlorerold difference in prevalence of oough berween children 
with neither parent having the sympioms and both having 
the symptom. 

Some of the prevalence rates fat table IT were based oo 
small numbers, but the numbers fai the category where 
neither parent had sympioms allowed a firmer conclusion. It 
was thus interesting to note that in this category the preva¬ 
lence of cough rose from 12*4*; in children of non-smoktng 
parents to 14*3% where one parent wnoked and to 147% 
where both smoked. This uend white small and not ttatis- 
tieatly significant nevertheless raised chc possibility that ex¬ 
posure to ogarettt smoke at home when parents smoked 
might have had some effect on the child's respiratory traa. A 
more precise estimate of the effects of ‘'passive smoking^' by 
the child w*as obtained by estimating the maximum daily ex¬ 
posure of the child lo their parents' dgaretie smoke. This was 
deri\*ed b>* the addition of both parents* daily dgarene con¬ 
sumption. Among the children of psrents who did not have 
morning phlegm there was a small gradient for cough preva¬ 
lence according to the number of dgarettes (or tobacco equiva¬ 
lent) tmoked b>* the parents (table III). This gndient fai 
prevalence is not, however, tutistkxUy significant (x* trend 
1*36; 0 30 > P> <?20). 
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Sevm! potnti have to be considered in inicrprctinit these 
findincv As in other studies (Hoibnd rr «L« 1969; CoUcy md 
lUu!* \970\ socisi cbss icnJicntt for rcspintorr symptoms tn 
children orerc found in this scnev Children with fsthen in 
S 0 Tu*skillcd and unskilled occupations had higher prevalence 
Otcs for respiratory symptoms than those whose fathers were 
Id skilled or non-manual occupations. A concentrauon of low 
social class families in the croups where both parents re> 
ported winter mominf phleem eould have produced a similar 
poncm to that shown in table II. That this could not have 
occounted for the observed patterns of cough prevalsnce in. 
the children may be seen in table I\V where cough prevalertct 
is ptven for children in social class III according to the 
parents* history of phlegm production after standardization 
lor smoking. Cough prevalence in the children increased, as 
before, with the presence of parental phlegm production. 


Yiau i v ^^frWmf* rn 5 m««} Daij //I Cwfk Jtmnt m m hVSr m 
Vmtfr m CMUffn sttj ^S4 mu9fJ>t^ w Periwi tAitpm 
PjvfMi* H^t*\ 

PWtfiii with fwfmm aaiiffw .. ^ SSfichfT | Oiw | OmH 

PWMUat (N*TWchiMr« VIA «. I IS 4 (014)137*4 t^ysi-stst) 


Children from large families have higher prevalence rates 
for ftspiraiory symptoms than those from amall families 
(Colley, 1970), and a concentration of large families in the 
croups of parents with symptonu might also have resulted in 
the prevalence of morning cough being similar to that shown 
bi table II. It can be seen from table V, however, that 
within families of similar size the same gradients for cough 
prevalence according to parents* phlegm production m^rc 
present^ indicaung that differences in the number of siblings 
could not have explained the gradient in cough prevalence. 
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Younger school children tend to have higher prevalence 
fates for winter cough than older children (Colley and Retd, 
1970). If the age disiribuiiuns of children in the various 
froups in ub!c II had rK>c been the same prevalence rates 
bcTwctn these groups might also have differed, but there were 
M differences in age siruciure between thcK groups of chU* 
4icn. 

Conclusions drawn from the evidence in this study need 
So be virA-ed with caution because it was not possible to col* 
Icci evidence which would have excluded some other inter* 
pretation of ihe results. It was possible, for example, that the 
parents* account of their own symptoms might have in* 
buenccO the answers they gave for thetr children and that the 
apparent asscciaiton bciw^een parents and children in ihcir 
fcspiratory experience could have been due to parents wish 
vympioms over-reporting symptoms in their children. The 
children of parents who smoked may also have been more 
Jikely lo have smoked than children of non-unoking parents, 
wnd this could have resulted in an increased prevalence of 
MDogh in such children. If either of thcK possibiliiks had oc* 


V • . TflJ 

enrred to any material extent h would have meant tlut, as 
given in table II the prevalence Of cough in children from 

group 2 was too high in rtlaiion so cough in children from 

group 1 and that the prevalence of cough in children from 

group 3 was still higher. If the prevalence of cough in chil* 

dren from group 2 were to be reduced In order so correct 
for this and that of children from group 3 were to be correacd 
even more then the gradient shows in tabic II would prob¬ 
ably become negative in that cough prevalence in children 
wrould have seemed to decline as snore parents smoked. It 
therefore seems reasonable to conclude that the two possible 
qualiffcatioiu to the dau did not operate. 


Discusson 

Korman-Taylor and Dickinson (1972) bi their study of chO* 
drcn*s respintory infections and parental smoking hsbits it* 
ported higher prevalence rates for various indices of 
respiratory disease among children with parents who smoke. 
The present study, usfiig a ainglc index of rttpimotf disease^ 
oonfinm these fillings. It can ryom be seen, bowevex, that a 
direct association exists berween mpirstory symptoms In 
parents and in their children. Famtal smoking has a munly 
bidsrect effect on the child by Increasing she prcvalcoee of the 
parents* respiratory tymptocm std thus the prcvalenee of m* 
ptratory symptoms bi their childrm. The diirca effect on the 
children’s respiratory symptoms of exposure to the smoke 
generated when their parents smoked dgareties seemed to be 
relatively amalL 

The reason for the association berween xvipiraiery symp* 
toms in parent and child is not dear. The sharing of genetk 
susceptibility between parents and children could have led to 
these similarities In respiratory disease, but this is unlikely to 
be the whole explanation, particularly in families where both 
parents smoke. There is, for example, iso convincing evidence 
that adults who take up smoking have a greater genetic sus¬ 
ceptibility to respiratory disease than non-smokers, and there¬ 
fore there is no reason to suppose that susccpiit^ty to ro- 
ptntory disease w^ould be different in the children of smokers 
and non-smokers. On the ocher hand, smoking parents differed 
from the nonsmoken in that they had higher prevalence rates 
for respiraiorv svmptoms and the rates rose with the amount 
amoked, indicating some direa effect of smoking in causing 
their symptoms. In these drcumszanccs the assoctaiion be¬ 
tween parents' and children's sympioms are more likely to be 
due to cross infeciioQ than to the sharing of genetic suscepti¬ 
bility, 

Tf cross InfcaSon h Indeed an Impcfftattc cause of res pirat ory 
Oymptoms in cKDdrcn of parents who smoke then there could 
'well be some advantages for their dtildten if the parents gave 
^Up the habit. In adults giving up smoking can result in a 
reduction in couch and expecioratkm and, therefore, in the 
chance transmittlnc rviptraiory infections. Smoking parents, 
many of whom will not yet have developed severe or 
irreversible respiraiory damage, can reasonsbly expect an bn* 
provtmcni in symptoms if ih^ give up the habit, and this 
arould offer a promising way of reducing the risk of ihcir 
children developing respiratory synipioms. 

The ffndtngs in this paper need r^irmation. This could be 
done bv prevalence studies on a larger scale in other popula¬ 
tions where* Ibr example such aspects as the possible over- 
reporting of svmptoms could Ic adequately investigated. 
There H a need to investigate the likely benefit to the child 
from parents giving up smoking. Though passive inhalaiioo 
of cigarette smnkc bv the child haa not bem shown to have 
an imponani effect in this scries, chn aspect should ficvmhe* 
less be studied in infants and prrscixxff childrciv who tend so 
be the most tuiocptible so tcspiraiory infcctionh 
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Choreo-athetosis and Encephalopathy Induced by Phenytoin 


D. L. McLELLAN, M. SWASH 


Mndtk AMica/Jama/. 1974.1.204405 


Sttmmmry 

Two yiatlenta with in tractable epilepsy who had been 
treated w*ith various combinations of aottconvulsant 
drufs developed phenytoin encephalopathy. In both 
patients choreo-athetoid involuntary tnovemeats were 
protninent. Blood phenytoin eonceatrations were above 
ZO HC''oal* When phctiytoin was Riven in smaller dosce and 
Its level in the blood fell the involuntary movements and 
other clinical manifesutions dlisappcmred. 


Introduetlon 

Nystaemus. ataada, dixzineu. and drowstnesi are well-known 
features of phenytoin toxicity which usually occur when the 
blood level is creaicr than 20 ag^ml (Buchthal cr a/.» 1960). 
There have been few repom of ether toxic edTccu on the central 
oervous system thouph Glaser (1973) pointed out that a re¬ 
versible encephalopathy may occur in some patients treated 
with lorpc doses of the drup. We describe two patients in whom 
cborto-athetoid iovolunury movements were a prominent and 
presentinc feature and in whom the tnvolunury movements 
and the encephalopathy were closely correlated wsth very high 
blood phenytoin concentraDons. 


CastRepoita 
CASt I 

A ll-year-okl man who had anrndrd hotpitaJ lor many years for 
manacement of eptirpsy wai admined for tnvtsticaiion of an- 
voluaury movnoroii and amractabic tciaurta. Hr had had a 
febfilc ceD%*uluott when 2 years old and had bad ivcunrcnt petit 
ml and maior gencralard aciaurrs since hr w*as 7. An ckoro* 
encephalogram when hr wss aerd tl showed typical, fcncfaliard. 
three-prr-sccond spiEr*and»wav« oomplcars and diffuse bursts of 
Ihria and delta antvity. Uhen assessed lor industrul training 
when aged 21 he had an I.Q. of S4 on the Wechtler ImrUieence 
Beale. He was treated with variout combinaiioai of aniioieviilsaacis 
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hidudtng troxidone. ethotuximide, petmldonr. and phenytoin, but 
be continued to have two or three msior teixures a month. When 
he was aged 29 Hodgkin’s disrssr was diatnosed by biopsy of 
an enlarged eers ieal lymph node. Ko invotvemcm of liver, spleen, 
or para«aonic nodes was seen on laparotomy and he was treated 
with radiotherapy lo the neck. There had been no leeurfence. 
Treatment with phenytoin 300 mg, phenobarbitone ISO mg. and 
ethiMjximidt 750 mg daily was centuiued. Two yean later the 
seizures became more frequent (sw'o to four a week) and primidone 
750 mg, carbamazcpinc tOO mr, and phenytoin 450 mg daily 
W4*rc gradually substituted for ihe previous treatment. During the 
next six weeks he complained of blurred vision and ataxia, leading 
to frtoueni falls. He continued to »ake the drugs. The seinires 
continued unchanged. 

Gn admission to hospital he was slightly drowsy but orientated. 
Several minor seizures were obsen^ed. He had grade I nystacmitt 
in all directions and upward eonjugste pu was impaired. There 
wa> pncrahzcd chorea which was present at rest and was en¬ 
hanced by mowmem, ptniculariy by walking. Slurred and hesitant 
speech seemed to be due to interposed choreic movements of the 
lips and tongue. In the outstretched upper limbs choreiform 
tnvoluntary movrmentt wvre accompanied by irrexular postural 
lapses of the fingers, which were thought to be typical ol asierixis 
father than chotea. The gait was unsteady, but there svete no 
cerebellar signs in the Urr^ There was no weakness or sensory 
orpairment. the tendon rrffeaes were brisk, and both pUntar le- 
sponscf seere ffeaor. H)*prpUsia of the gums wras noted. The 
imrased frequency of seizures and the merphalopathy writh in- 
volumary mosxinents wiere firu ascribed to a ^generative or 
infeettve disorder associated wrhh the Hodektn’s disease. The 
haemoglobin, white cell eounu E.S.Rm liver funaion tetri, Mood 
urea and ekctrolvies. skull and chest i^rav examinations, and 
brain scan were normal. The background aaivity in the EXG. 
wrss frarmrnied and skmvd and there was an eacess of diffuse, 
irrrgular delta activitv of moderate vol*aee. Gctieraliard atypical 
apike*and*wave aetmty wras promiiicot. The blood phenytoiA 
concemrsiion was 37 nefmL 

The possibility of phemtosn encephalopathy was considered. 
The daily dose of phmyioin was seduced lo 200 me daOy and 
that of primidone increawd to I g. Carhamazepine iOO mg daily 
was amiinucd. During the neat sti days the patirni brcimr more 
akrt. the chorea, aiaaia, and nysiapnus disapiieared, ami the 
Mood phenytoin level fell to 16 og/ml. The seizures at Best 
inctrased in frequency but then abated. Three WTekt bier he 
setumed to woil. Nesuwlocical hndings at that time were normaL 


emt 

This IS-yrar^ld hov was referred for manacefneni ol uneomrollfd 
epilepsy, lit had had liequem minor and maior seizures since the 
age ol 2 when hr had presented in siaiua epilepiicut. He had 
been tretird with varying cuenhinatiotts ol phenytoin, phrno- 
barbiioor, eihosuxurudc. and aulthamt and had been almost free 
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